methyl 1 H CPMG relaxation dispersion NMR measurements. Application to activation of the signaling protein NtrC r " consists of a detailed description of experimental scheme C, and the following tables and figures: Figure S1 shows the CPMG relaxation dispersion profiles for calbindin D 9k using the different experimental schemes and was used to validate the proposed methodology.
The Supporting Information for "Probing microsecond time scale dynamics in proteins by methyl 1 H CPMG relaxation dispersion NMR measurements. Application to activation of the signaling protein NtrC r " consists of a detailed description of experimental scheme C, and the following tables and figures: Figure S1 shows the CPMG relaxation dispersion profiles for calbindin D 9k using the different experimental schemes and was used to validate the proposed methodology. * To whom correspondence should be addressed † University of Groningen ‡ Brandeis University S1 Figure S2 shows the CPMG relaxation dispersion profiles for all methyl groups in NtrC r that exhibit an exchange contribution. Table S1 contains the effective CPMG field strengths used for recording the CPMG relaxation dispersion profiles on NtrC r . Description of the pulse sequences used to measure (between y and -y), not followed by the receiver, will eliminate the first term. At point C in the sequence, where the density operator is proportional to 2C M Y C Z , carbon chemical shift evolution will take place for CT/2 (= 1/2J CC ) and the one-bond J CH scalar coupling is active for a period of κ = 1/(2J CH ). The density operator at point D is, therefore, equal to -2C M Y H M Z and represents a coherence originating from methyl groups with a fully deuterated neighboring carbon.
Detailed description of the results obtained with scheme C, figure 1: It is obvious from
Figures 4 and S1 that significant artifacts arise from the protonation at the γ1-position of Ile and β -position of Thr residues, but also that these can be purged by choosing experimental scheme C S2 ( Figure 1 side chains. Consistent with this observation there is neither a significant difference in background R 2,eff for these methyl groups between the two experiments. Finally, it should be noted that in scheme C ∼14 ms is needed to evolve the J CC coupling, which cannot be used at the same time for chemical shift encoding. Therefore, the resolution of the resulting 2D spectra is a factor of two lower than for scheme A. Although one could increase the period for chemical shift evolution from 1/(2J CC ) to 3/(2J CC ) to obtain a higher resolution, at the cost of signal intensity, scheme C is only advantageous for Ile-δ 1 and Thr methyl groups, with the proposed labeling.
Of note, the background R 2,eff obtained using scheme C is also lower (4.41 vs. 
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Figure S2: 1 H CPMG relaxation dispersion profiles (measured at 600 and 800 MHz) for all methyl groups in NtrC r showing exchange. The solid lines correspond to the best curves, obtained from fitting the experimental data from both fields simultaneously to the appropriate two-site exchange equation using τ ex = 15458 s −1 determined from the global analysis of all profiles. 4 and are only given in case of model 3; 0 < α < 1: slow exchange, α ∼1: intermediate exchange, 1 < α < 2: fast exchange. f the reduced χ 2 , χ 2 v is calculated using χ 2 v = χ 2 /(N -m), where N is the number of experimental data points and m is the number of parameters. S11
S10

